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&ir,

I have ths hm~ur to Infarm yru that, b=ard ~n the Feport rubmitted
to w# by the Direster of the WHO RArglonal OFflce f=r the Western Feslfis
aod follewing him rrecemeendation, the name ~f China (Taiwan) was entersd

oyeaber 1 {rter of arram whers malaris has besn
ered jonted,

The status of malaria eradicetion In the arra that has Been mbersd
in the WHO Regioter will be published svery fepesler in tha Werkly Epi-
demlologleal Mecord of WHO based on your gqusrisrly capocts Lo tha WHO
Reglonal Offiee for the Western Tanifle regarding the malaria status of
Lthe Area,

I wizsh to taks this appsrtunity Lo express ry deep satisfaction and
ecngratulations to you, the BEafl of the Halaris Pervice and the Health
Berviorm for this great achirvement,

I have the hn-wur to be,
Fir,
Your ch=Afent Bervant;

SpdJ/11 3, Condou

M, 0. Crndian, M.D,
Directar-Orneral

The Director
Departeent of Health AMministratisn
Hinlatry of Interier

Taivan
Republio ef China

ec. The Minister of Forelgn Affaire, Ministry eI Porelgn Affalrs; Talpel,
Talwan; Republie rl China

Lhina

Pr €, T. Los, Dirreter, Hatlonal Defznce Mrdical Centra, Ath Spetles,
Ronaevelt Read, Tealpel, Talvan, Mepublio of China

The Fermanent Representative of China Lo the Europern Offics of the
United Hations and ~ther Intemational Orgenieations in Oeneve,

75 rue de Lyen, 1711 Ocnbve 13
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§ *FPR AR $H R & 2 Fi- EBVHLAY

$i- EBV & Fikse i S WLl RS
2L 1.0
HEEE 3.4%

% 3504 R M 40.9**

*P<0.05, **P<0.001
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§EPRE A $g0 & PR (HLA)
& 713

HLA & %] IHEEE
A*0207 D 3%*
A*0201 0.8
B*4601 1.7*
A*0207/B*4601 . .8**

*P<0.05, **P<0.01

Hildesheim et al., J. Natl. Cancer Inst., 2002



B FPRE A MY & PR (HLA)
il

HLA 2 F]3] A
DRB1*0301-DQA1*0501-DQB1*0201 2.1**
DRB1*0406-DQA1*0301-DQB1*0302 0.4*

*P<0.05, **P<0.01

Hildesheim et al., J. Natl. Cancer Inst., 2002



§ FpR 2 e & % P450 (CYP)
2E1 7 F]3

CYPEIRAY  Ap#tf'ats
BHEE ANAE

clcl 1.0 2.3*
clc? 1.4 1.1
c2c2 9.3* 1.1

*P<0.053 A ¥ #2 2 18]

Hildesheim et al., J. Natl. Cancer Inst., 1997



§ F1% 22 DNA 248 f £ 2 717

DNA HAE % A F13| i f'sls

XRCC1 326 #7#5 3
Ser/Ser 1.0
Ser/Cys or Cys/Cys 1.7*

hOGG1 280 #45 +
Arg/His or His/His 1.0
Arg/Arg 1.7%*

*P<0.05, **P<0.01 3# & & &, [+ %] 2 X %

Cho et al., Cancer Epidemiol. Biomark. Prev., 2003



# *F}% 2* XRCC1, hOGG1 %
CYP2E14 74

% 5% A F1A 8P WBEE G

0 1.0

1 3.7*

2 D.4**
3 20.6%**

*P=0.06, **P<0.01, ***P<0.0013 % &, { 5], < %, § FP& 7% ¢ 2 3

Cho et al., Cancer Epidemiol. Biomark. Prev., 2003
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Baruch S. Blumberg
Nobel Prize in Physiology or Medicine 1976
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j HBsAg Prevalence o
[1>8% - High

B 2-7% - Intermediate
. €2% - Low




Prof. R. Palmer Beasley (£ & 32 32)




HBIGZ £ 3 i1 6t 38 2 $1B 22
¥ HBSAgH 13 8 4 &

100

Controls
SO -— -

£ (8 (o) ~ (o]
& o @) o o
| | | | |

W
@)
|

Cumulative Onset of Persistent HBgAg (%)

201 Groups A-C Combined
"_'_’"_—____A — o A
0 ] | | J
0o 3 6 9 ? 12
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Beasley et al., Lancet 1983;2:1099-1102
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1963-1984 0.57 1.00
1984-1998 0.17 0.31
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* TABLE I-DEATHS BY CAUSE AND HBsAg STATUS ON RECRUITMENT

Cause of death = =
HBsAg status Population| PHC
on recruitment | PHC | Cirrhosis | Other | atrisk | incidence*
HBsAg-positive . | 40 | 17 48 | 3454 | 1158
HBsAg-negative l 2 199 | 19253 o
Total 41 19 247 22 707 181

*Incidence of death from PHC per 100 000 during the time of the study.

Beasley et al., Lancet 1981;2:1129-1133
Beasley, Hepatology 1982;2:21-26S
Beasley, Cancer 1988;61:1942-1956
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Cumulative incidence

e R ARE LS
z 4 HBeAg.ﬂ- i ,\‘-.u\;
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Cumulative incidence of HCC
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it T R ARE 2 KB

HBV DNA & ik &

Baseline HBV DNA Level
>1.0X10°
1.0-9.9X10°
— 1.0-9.9x104
—  300-9.9X103
— <300

) 6 7 8

Year of follow-up
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Kao JH and Chen DS. Current Hepatitis Reports 2006;5:5-13



e g R R F 2 X8 HBVA F1F|

N

A — Genotype C

09 Genotype B
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03 —
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Cumulative incidence of HCC
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| | | | | | | | | | | ! | |
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Year of follow-up

Yang HI et al. INCI 2008;100:1134-43



BA| 3% ; 1,%4 Precore G1896A %
BCP A1762T/Gl764A R BIR

Precore 1896 BCP 1764 1762

Wild-type | cGGGGTTTCG | | TTTCTGGAAATTGGATTAG

Typical variant | cGGGATTTCG TTTCTAGTAATTGGATTAG
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A R 9 SRR,
F#GSTM1 4vGSTTL £ F141 4

GSTM1 GSTT1
AFB-% =6 @2 Fx @k}
iR 1.0 1.0 1.0 1.0
" 4.1* 0.7 1.8 1.3
C 12.4** 1.4 10.2* 0.8

* % p<001 * p<005 # %’;}ﬁ; ﬁ?_;l'{? ﬁafr,f_’f]
Chen et al., Am. J. Human Genet. 1996
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i:‘tﬁi‘idﬁ.’%ifa& i R2 BRALFICAG-£i ik
>4 2123 <20

14 1.0 1.4 0.8
v 0.4 1.4 2.1
B 2.1 1.9 4.1*

p<0.05 % #7EH XK
Yu et al., J. Natl. Cancer Inst. 2000
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K. 488 by Mozart
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HCV: % F F e25 4

e 1960s—-1970s:
Z% 18 2L A S BAF :}g:)g;-%
e 1989:
Chiron = # 3% F|CH| "+ 3:‘&9?5-%
e 1991
HCVF » i B iR, 3 % R % F&
>R A 2 & * s F % ribavirinm
g 2 3
e 2011:
& 3~ % B “designer drugs” ¢ R iR
o B4 RF K2 SR
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Bl <1%

Bl1-1.9%

[C12-2.9%

C] >3% Thailand
[_INot studied T

“ﬂa
3a 2c

Sievert et al. Liver Int
2011;31 Suppl 2:61.
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20 -
—~ 13 - High HCV RNA Levels
X m—— | oW HCV RNA Levels
Z)’ 16 - HCV RNA Undetectable
O Anti-HCV Seronegatives 14 7%
T 14 1 p for entire cohort: <0.001
S 124 P for anti-HCV seropositives: <0.001
™ p for HCV RNA seropositives: 0.02
L 10 A
ad
() 8 -
= 6.4%
C 6 -
=
E 4
>
O 2 - 1.1%
O 1 :0.4%

0 1 2 3 4 5 6 4 8 9 10

Follow-up Year since the Fifth Year after Enrollment



Cumulative Risk of HCC (%)

o N »~ O ®

20

18
16
14
12
10

ALT Ever >45 U/L
l ALT Ever >15 U/L But Never >45 U/L
| ALT Persistently <=15 U/L

Anti-HCV Seronegatives o
1 p for entire cohort: <0.001 13.8%

p for anti-HCV seropositives: <0.001

| 4.2%
| 1.7%
| 0.4%

0 1 2 3 4 5 6 4 8 9 10

Follow-up Year since the Fifth Year after Enrollment



R h 'k FIR 2 HCVY - Ala

Cumulative Risk of HCC (%)

S N b~ O @

HCV Genotype 1

B HCV Genotype Non-1
HCV RNA Undetectable
Anti-HCV Seronegatives

p for entire cohort: <0.001

p for anti-HCV seropositives: <0.001 12.6%
71 p for HCV RNA seropositives: 0.01

o 1 2 3 4 5 6 7 8 9 10
Follow-up Year since the Fifth Year after Enroliment
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BRARRA=ZET BIHR

B3I (PR XH)
- BIEY ER L
- BIER BERRE
ZEIER (TREDE ~ R5EP)
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P4 3 % (1)

* % AR 7§ F < Leroy Hood % EF 3% d P4§
g (P4 Medicine) X3P 2B RE DA X F E A
#t - P4E_¢ 3= Preventive (3¢ I# ), Predictive (38 /7l),
Personalized (1® X i )£ Participatory (%2 )z &
£x o

L BB h BRI R R
St%% (healthcare provider-driven) e B 3¢
(reactive) i in R 3 M6 5 & kNt B REH B
AR 0 W-g RS 3§ F PR (consumer-
driven) % P& 3% (proactive) & 5 3R 13 A R/ o
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o % Wen?d kP 7 (Framingham study) » 1345
£ 3BTRS 5 5 B R 649G G TR
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ik B 0% Pﬁ{}?‘a TR R -3¢

Step 1
Age Step 2
Years Points Total Cholesterol
30-34 -1 (mg/dl) (mmol/L) Points
35-39 0 <160 <4.14 -3
40-44 1 160-199 4.15-5.17 0
45-49 2 200-239 5.18-6.21 1
50-54 3 240-279  6.22-7.24 2
5559 4
60-64 5
65-69 6
70-74 7
Step 4
Blood Pressure
Systolic Diastolic (mmHg)
(mmHg) <80 85-89 90-99 >100
<120
120-129
130-139
140-159
>160

Note: When systolic and diastolic pressures provide different
estimates for point scores, use the higher number

Wilson PW et al. Circulation 1998;97:1837-1847.

Framingham Study (1)

Step 3
HDL - Cholesterol
(mg/dl) (mmol/L) Points
| <35 = <090 2
35-44 0.91-1.16 1
45-49 1.17-1.29 0
50-59 1.30-1.55 0
| 260 = >156 -2 |
Step 5
Diabetes
Points
No 0
Yes 2
Step 6
Smoker
Points
No 0
Yes 2
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Step 7 (sum from steps 1-6)

e 9% 5K

}?‘5’?/? Bt

Framingham Study (11)

Step 8 (determine CHD risk from point total)

: : CHD Risk
Adding up the points ol
Age —_ Tofal

<1
Total Cholesterol 2
2
HDL Cholesterol 3
4
Blood Pressure g
7
Diabetes 3
9
Smoker 10
11
- 12
Point Total =
>14

10Yr
CHD Risk
2%
3%
3%
4%
5%
1%
8%
10%
13%
16%
20%
25%
31%
37%
45%
>53%

Wilson PW et al. Circulation 1998;97:1837-1847.

Step 9 (compare to man of the same age)

*Low risk was calculated for a man the same age,

Comparative Risk
Age Average Low*
(vears) 10YrCHD 10 Yr CHD
Risk Risk
30-34 3% 2%
35-39 5% 3%
40-44 % 4%
45-49 1% 4%
50-54 14% 6%
§5-59 16% 1%
60-64 2% 9%
69-69 25% 1%
70-74 30% 14%

normal blood pressure, total cholesterol 160-199 mg/dL,

HDL cholesterol 45 mg/dL, non-smoker, no diabetes
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Risk of HCC (%)

100

10

0.1

0.01
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—0—5-yeér risk
——10-year risk

e

//

Risk Factor Adjustment Scores

HBV DNA level,

HBeAg coples/mL HBV genotype
Negative <300 0 [
Negative  300-9999 1 L
Negative  10000-99999 B or B+C 3
Negative  10000-99999 C 4
Negative  100000-999999 B or B+C 3
Negative  100000-999999 C 7 H
Negative 210° B or B+C 4 [
Negative 210° c 7
Positive B or B+C 6
Positive C 6
Risk Factor Adjustment Scores
Family | Ajcohol  [Serum ALT
, EERe Age 'I_“'ég’“’ of lintake flevel, UL |
/I/ Female 0 30-34 0 No 0 No 0 <15 0 R
I / Male 2 35-39 1 Yes 2 Yes 2 15-44 1 [
[ y 40-44 2 >45 1
_ 4549 3
50-54 4
55-59 5 ]
v 60-65 6
,/‘ | | | | |
0 1 2 3 10 1 12 13 14 15 16 17 18 19
Risk Score

20

Yang Hl et al., J Clin Oncol, 2009; 28:2437-2444.
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Hepatitis B Virus

Infectious virion Non-infectious
< particles

LHBs protein
MHBs protein
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i g > SHBs protein\"
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Dane particle, Filamentous particle, Spherical particle,
42-45 nm 20 nm with variable length 17-25 nm

Figure 1 Schematic model of hepatitis B surface antigen structure. Three

Lee, 1997; Lee and Ahn, 2011
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Age (each 5 years increment) 0.25 1 <0.001
Sex
Female reference 0
Male 0.99 4 <0.001
Levels of ALT (IU/L)
<15 reference 0
15-44 0.25 1 0.10
> 45 0.71 3 0.001
HBeAg/HBV DNA/HBsAg/Genotype
Negative/<10%/<100/any type reference 0
Negative/<104/100-999/any type 0.76 3 0.10
Negative/<104/>1000/any type 0.97 4 0.02
Negative/104-10%/<100/any type 1.16 5 0.06
Negative/104-10/100-999/any type 1.28 5 <0.001
Negative/104-10%/>1000/any type 1.71 7 <0.001
Negative/>10%/any level/B or B+ C 1.76 7 <0.001
Negative/>10%/any level/C 3.26 13 <0.001
Positive/any level/any level /B or B+C 1.76 7 <0.001
Positive/any level/any level /C 2.64 10 <0.001




Liver Cirrhosis Risk (%)

0.01

100

A 1L ehk " TR R ]

10

"

====3-year risk

==5-year risk

10-year risk

01 2 3 4 5 6 7 8 9 101112 13 14 15 16 17 18 19 20 21 22 23 24 25 26

Sum of Risk Score
Lee et al., Hepatology 2013
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Age (each 5 years increment) 0.46 1 <0.001
Sex
Female reference 0
Male 0.91 2 <0.001
Levels of ALT (IU/L)
<15 reference 0
15-44 0.36 1 0.10
> 45 0.76 2 0.01
Family history of hepatocellular carcinoma
No reference 0
Yes 0.98 2 0.001
HBeAg/HBV DNA/HBsAg/Genotype
Negative/<10%/<100/any type reference 0
Negative/<104/100-999/any type 0.82 2 0.13
Negative/<10%/>1000/any type 1.07 2 0.04
Negative/104-106/<100/any type 1.42 3 0.04
Negative/104-106/100-999/any type 1.45 3 0.005
Negative/10%-10/>1000/any type 1.78 4 <0.001
Negative/>10%any level/B or B+ C 2.45 5 <0.001
Negative/>10%/any level/C 3.09 7 <0.001
Positive/any level/any level /B or B+C 2.70 6 <0.001
Positive/any level/any level /C 3.37 7 <0.001




HCC Risk (%)
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100

10

0.1 -

0.01
(

0.001

5-year risk

=&=10-year risk

15-year risk

5

6

7

8 9 10 11 12 13 14 15 16 17 18 19

Sum of Risk Score

Lee et al., Hepatology 2013
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Peginterferon alfa-2a

Lamivudine Entecavir Tenofovir

Interferon alfa-2b Adefovir Telbivudine
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Lamivudine
Adefovir
Tenofovir
Entecavir
Telbivudine
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<1 0

12 2 108 15&8%
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es > 71 40% 71%
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Genotype 1
48 weeks’ Peg-IFNa-2a 180 pg/week + RBV 1,000-1,200 mg/day

Caucasian Asian
100 - H H
0)
. 79% 83%
~ 68%
S 6 2L
ad
>
0p] 40 -
20 -
O e —————— e ———————————— )
Had2|yann|s et al Kuboki et al Lee et al Yu et al Chen et al
2004 2007 2008 2008 2010

Hadziyannis et al. Ann Intern Med 2004;140:346; Kuboki et al. J Gastroenterol Hepatol 2007;22:645;
Lee et al. Korean J Hepatol 2008;14:46; Yu et al. Hepatology 2008;47:1884; Chen et al. Chin J Hepatol 2010;18:585.
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p<0.0001 p<0.0001 p<0.0001 p<0.0001 p<0.0001

il 92%
87%

4 5% 5%
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RVR n=1091 cEVR n=1,089 EOT n=998 Relapse n=687 SVR n=1,171

Thompson et al. Gastroenterology 2010;139:120.
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Collaborative Studies to Validate the Risk Calculators of
Liver Progression from the R.E.V.E.A.L.-HBV Cohort

Host genetic variants
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P4 % & (Dr. Leroy Hood)

e Predictive (3g iB] )

e Preventive (3g # £N)

e Personalized (1§ 4 i &)
» Participatory (4-¢ )
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